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True written opinion Is the first drawn up by this International Prsfimlnary Examining Auttomty. 
" This opinion contains indications relating to the following Items: 
I 

II 
III 



IV 
V 



□ 
□ 
□ 



Basis of the opinion 
Priority 

ton- establishment of opinion with regard to novelty. Inventive step and industrial applicabflity 
Lack of unify of invention 

Reasoned statement under Rule 68.2(a)(5) with regard to novelty; inventive step or industrial aoolicabWhr 
citations and explanations supporting such statement " 



VI □ Certain documents cited 

VII □ Certain defects in the International application 

VIII □ Certain observations on the Irrternauonal application 

The applicant Is hereby invited to reply to this opinion. 

When? See the time Cmil indicated above. The eppOctnt may, before frte expiration of that time limit 
request ink Authority io grant an extension, see Rule 66.2(d). 

By^sutoraRirtg a writte n reply, arxompanfed. where appropriate, by amendments, according to Rule ee.3. 
For the tonn and (he language of the ajnendmefrte, see Rules 6©.e endear. 

For en additional opportimJiy to submit amendments, see Rule 66.4. 
For fte examiner* obOgaflon to consider amendments andtor arguments, see Rule 68.4 bte. 
For an Informal communication wlih the examiner, see Ftu*e€fij6. 

If no reply is fifeo, the Irrtomattonai preliminary examtnatiori report wfO be established on me basis of frits opinion. 

The final date by which the international preliminary 

examination report must be established according to Rule 69.2 is: 24.0e.2004 



HOW? 



Name and maiSnc address of thebrtemaflonal 
preliminary examining authority: 



European Patent Office - ?B. saia Patentlaan 2 
NL.2280 HV &$smjk - Pays Gas 
Tet+31 70 340 - 2040 Tx: 31 651 eponl 
Fax +31 70.340 - 3016 



Fomj PCT4PEA/408 (Cover Sheet) (Januan/2004) 



Authorized Officer 
Teyssier, B 



Formajhtes officer (ind. extension of ttne 
Wallemin.M 

Telephone No. *3t 70 340-3091 
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WRITTEN OPINION International application No, PCT/CA 03)0061 7 

I. Basis of the opinion 

1 " ^ regard to the elements of the irtemrftanal application (Replacement sheets which have been furnished to 
^^^9 Ofce tn response to an hvrtatfon under Article 14 are referred to in this opinion as "originally 



Description, Pages 

as originally filed 

Claims, Numbers 

1-26 as originally filed 



Drawings, Sheets 

1 



i ) 

as originally filed 

2, With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was fifed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23. i (b)). 

□ the language of publication of the international application (under Rule 46.3(b)). 

D oh ^!i a9e j£ a ^relation furnished for the purpose of international prefiminary examination {under 
Rule 55.2 ancwbr 55.3). 

3- With regard to any nucleotide andfer ammo acid sequence disclosed In the international application the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the International application in written rorra" 1 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

D The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 9 ^ * oisciosure 

O The statement thatthe information recorded in computer readable form Is identical to the written sequence 
listing has been furnished. 

4, The amendments have resulted in the. cancellation of: 

O the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets:. 

6. O This opinion has been established as if (some of) the amendments had not been made, since they have 
been considered to go beyond the disclosure as filed (Rule 70.2(c)). y 

6. Additional observations, if necessary: 



fionn PCTAPBA/40B (January 2004) 
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WRITTEN OPINION Internationa) application No, PCT/CA OaOoei 7 

V. Reasoned statement under Rule 66,2{a)(iJ) whh regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Claims 1 , 2, 5-7. 9-11, 13-16. 18-26 

Inventive step (IS) Claims 1-26" 

Industrial applicability (IA) Claims * 

2. Citations and explanations 
see separate sheet 

O 



Form PCT4PEA/408 pammry 2004) 
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WRITTEN OPINION Intemafewial application No. PCT/CA03/O0617 

SEPARATE SHEET 



Re Item V 

Reasoned statement under Rule 66£(a)(fl) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Reference Is made to the following documents: 

D1 UHeureux et al., Faseb Journal, 1 998, 12, 47-57 (January 1998) 
D2 US 6,133.030 A (General Hospital Corporation; Nlassachussefs Institute of Technology) 
17 October 2000 

D3 WO 00/86036 A (Massachussets General Hospital) 9 November 2000 

D1 describes a process for making artificial blood vessel constructs by wrapping sheets of vascular 
smooth muscle cells and fibroblasts aroung a tubular support; in this process, full contact betw een 
the ce lL sheets occurs- As far as the tissue construct of claim 1 is a blood vessel, as provided by the 
exampleqHhe application, it is not new over the vessel constructs of D1, the subject-matter of 
daim^lS3^erefbre lacks novelty (Article 33(2) PCT). 

02 describes the co-cultivation of calls on micro-patterned supports. Part II of D2 apecfffcally 
describes the contructton of artificial liver constructs with hepatocytes grown as continuous popula- 
tions over desgnated parts of the support and fibroblasts grown on the remaining parts of the 
support, resulting in edge contcat between the two cell populations along the lines of the pattern. 
Part III compares this setting with co-cultures where cells are separated by removable polyme- 
annuli. While no examples are given, the use of other cell types is considered, including endothelial * 
cells and smooth muscle cells (col. 2. point c). In view of this prior art, the subject-matter of claims 
1, 2, 5-7, 9-11, 13-15 and 18-26 is not new (Article 33(2) PCT) and the additional subject-matter of 
claims 3, 4, 8 and 12 does not involve an inventive step over D2 (Article 33(3) PCT). 

D3 describes a process tor making three-dimensional vascuteuised organs by growing a branching 
pattern of vascular cells on a two-dimensional mold, applying a sheet of cells (in the example, 
hepatocytes) to the resulting vascular structure and eventually rolling the vascularised cell sheet into 
a three-dimensional cylinder: obviously, edge contact between thertwo cell population occurs along 
the Tunes of the pattern. In view of this prior an, the subject-matter of claims 1 , 2, 5-7, 9-11,16 and 
1 8-24 rs not new (Article 33(2) PCT) and the additional subject-matter of claims 3, 4, 1 2 and 1 7 does 
not Involve an inventive step over D3 (Article 33(3) PCT). 

None of the prior ait documents describes or suggests a process of rolling a single tissue construct 



Form PCT/6epa«te ShwWOB (Steal 1) (EPCMp/fl 1997} 
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comprising a population of vascular smooth muscle cells in one domain and a population of fibro- 
blasts in another domain to produce a blood vessel construct ft is thus suggested to draft a new 
independent claim incorporating these features. 

Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art disclosed in the 
document D1 is not mentioned in the description, nor is this document identified therein. 
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